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AB A series of p-aminoacylpiperidines bearing various fused 

f ive-membered heterocyclic rings was synthesized as dipeptidyl peptidase 
IV inhibitors. Potent and relatively selective inhibition could be 
obtained, depending on choice of heterocycle, regioisomerism, and 
substitution. In particular, the analog I (DPP-IV IC50 = 26 nM) exhibited 
good oral bioavailability and acceptable half -life in the rat, albeit with 
rather high clearance . 
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oxobutyl] -4, 5, 6, 7-tetrahydro-3 -methyl- (9CI) (CA INDEX NAME) 
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NH2 O R8 





AB Title compds. I [X, Y, Z = CR1, NR2 , N, O, S, with provisos; Ar = 

substituted phenyl; Rl = H, halo, OH, CN, alkyl, etc.; R2 = H, alkyl, 
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IT 



alkenyl, etc.; R8-10 = H, CN, alkylcarboxy , etc.] are prepared For 
instance, a substituted N-Boc protected butanoic acid is coupled to a 
tetrahydrothieno [3, 2 -c] pyridine and deprotected to give II. I are 
inhibitors of the dipeptidyl peptidase -IV enzyme (DP- IV) and which are 
useful in the treatment or prevention of diseases in which the dipeptidyl 



peptidase 
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enzyme 


is 


involved, 


such 


diabetes . 
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RL: PAC (Pharmacological activity); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation of 3 -amino-4-phenylbutanoic acid derivs. as dipeptidyl 
peptidase inhibitors for treatment or prevention of diabetes) 
RN 733758-58-2 CAPLUS 

CN Thieno [3, 2 -c] pyridine, 5- [ (3R) -3-amino-4- (2 -f luorophenyl) -1-oxobutyl] - 
4,5,6,7-tetrahydro- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




RN 733758-59-3 CAPLUS 

CN Thieno [3, 2 -c] pyridine, 5- [ (3R) -3-amino-4- (2 -f luorophenyl) -1-oxobutyl] -2- 
bromo-4, 5, 6, 7 -tetrahydro- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 




RN 733758-60-6 CAPLUS 

CN 2-Propenoic acid, 3- [5- [ (3R) -3-amino-4- (2 , 5 -dif luorophenyl) -1-oxobutyl] - 
4, 5, 6, 7-tetrahydrothieno [3, 2-c]pyridin-2-yl] -, methyl ester (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
Double bond geometry unknown. 



10/542,214 




RN 733758-61-7 CAPLUS 

CN Benzoic acid, 4- [5- [ (3R) -3-amino-4- (2, 5 -dif luorophenyl) -1-oxobutyl] - 

4,5,6, 7-tetrahydrothieno [3 , 2-c] pyridin-2 -yl] - , methyl ester (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 



0 




RN 733.758-62-8 CAPLUS 

CN lH-Pyrazolo [4 , 3 -c] pyridine, 5- [ (3R) -3-amino-4- (2 , 5 -dif luorophenyl) -1- 
oxobutyl] -4, 5, 6, 7-tetrahydro-3-methyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 733758-63-9 CAPLUS 

CN lH-Pyrazolo [4 , 3 -c] pyridine , 5- [ (3R) -3-amino-4- (2 , 5 -dif luorophenyl) -1- 

oxobutyl] -4,5, 6, 7-tetrahydro-3- (trif luoromethyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




RN 733758-64-0 CAPLUS 
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CN lH-Pyrazolo [4 , 3 -c] pyridine , 5- [ (3R) -3-amino-4- (2 , 5-dif luorophenyl) -1- 

oxobutyl] -4,5,6, 7-tetrahydro-3 - (pentaf luoroethyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



F 




RN 733758-65-1 CAPLUS 

CN lH-Pyrazolo [4, 3 -c] pyridine , 5- [ (3R) -3-amino-4- (2, 5 -dif luorophenyl) -1- 

oxobutyl] -3- (4 -f luorophenyl) -4,5,6, 7-tetrahydro- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



F 




RN 733758-66-2 CAPLUS 

CN lH-Pyrazolo [4, 3 -c] pyridine , 5- [ (3R) -3-amino-4- (2, 5-dif luorophenyl) -1- 
oxobutyl] -4, 5, 6, 7-tetrahydro-l-methyl-3- (trif luoromethyl) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 733758-67-3 CAPLUS 

CN lH-Pyrazolo [4, 3 -c] pyridine, 5- [ (3R) -3-amino-4- (2 , 5-dif luorophenyl) -1- 

oxobutyl] -4, 5, 6, 7-tetrahydro-l- (2 , 2 , 2 -trif luoroethyl) -3- (trif luoromethyl ) - 
(9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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RN 733758-68-4 CAPLUS 

CN lH-Pyrazolo [3 , 4-c] pyridine, 6- [ (3R) -3-amino-4- (2 , 5 -dif luorophenyl) -1- 

oxobutyl] -4,5,6, 7-tetrahydro-3 - (trif luoromethyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




CF3 



RN 733758-69-5 CAPLUS 

CN lH-Pyrazolo [3 , 4 -c] pyridine , 6- [ (3R) -3-amino-4- (2, 5 -dif luorophenyl) -1- 
oxobutyl] -3-cyclopropyl-4, 5, 6, 7-tetrahydro- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 733758-70-8 CAPLUS 

CN lH-Pyrazolo [3 , 4-c] pyridine, 6- [ (3R) -3-amino-4- (2 , 5 -dif luorophenyl) -1- 
oxobutyl] -4,5,6, 7 -tetrahydro-1 -methyl -3 - (trif luoromethyl) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 
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RN 733758-73-1 CAPLUS 

CN Thiazolo [5, 4 -c] pyridine, 5- [ (3R) -3-amino-4- (2 , 5 -dif luorophenyl) -1- 

oxobutyl] -4, 5 # 6, 7-tetrahydro-2- [4- (trif luoromethyl) phenyl] - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 733758-74-2 CAPLUS 

CN Thiazolo [5 , 4 -c] pyridine , 5 - [ (3R) -3 -amino- 4- (2 , 5 -dif luorophenyl) -1- 

oxobutyl] -4, 5, 6, 7-tetrahydro-2- [4- (methylsulf onyl) phenyl] - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 733758-75-3 CAPLUS 

CN Thiazolo [4 , 5-c] pyridine, 5- [ (3R) -3-amino-4- (2 , 5 -dif luorophenyl) -1- 

oxobutyl] -2- (4-f luorophenyl) -4, 5, 6, 7 -tetrahydro- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 733758-76-4 CAPLUS 

CN Thiazolo [4 , 5-c] pyridine , 5- [ (3R) -3-amino-4- (2 , 5 -dif luorophenyl) -1- 

oxobutyl] -4,5,6, 7 -tetrahydro-2 - [4- (trif luoromethyl ) phenyl] - (9CI) (CA 
INDEX NAME) 



Absolute stereochemistry. 
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RN 733758-77-5 CAPLUS 

CN Thiazolo [4 , 5-c] pyridine, 5- [ (3R) -3-amino-4- (2 , 5-dif luorophenyl) -1- 

oxobutyl] -4,5, 6, 7-tetrahydro-2- [4- (methylsulf onyl) phenyl] - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 733758-78-6 CAPLUS 

CN Thiazolo [4 , 5-c] pyridine, 5- [ (3R) -3-amino-4- (2 , 5-dif luorophenyl) -1- 

oxobutyl] -4, 5, 6, 7-tetrahydro-2 - (trif luoromethyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry.. 




RN 733758-79-7 CAPLUS 

CN Oxazolo [4, 5-c] pyridine, 5- [ (3R) -3-amino-4- (2 , 5-dif luorophenyl) -1-oxobutyl] - 
2-cyclopropyl-4,5,6,7-tetrahydro- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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F 



RN 733758-80-0 CAPLUS 

CN Oxazolo [5, 4 -c] pyridine, 5- [ (3R) -3-amino-4- (2 , 5 -dif luorophenyl) -1-oxobutyl] - 
2-cyclopropyl-4,5,6,7-tetrahydro- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




F 



RN 733758-81-1 CAPLUS 

CN lH-Imidazo [4 , 5 -c] pyridine, 5- [ (3R) -3-amino-4- (2 , 5 -dif luorophenyl) -1- 

oxobutyl] -4, 5, 6, 7 -tetrahydro-2 - (trif luoromethyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




RN 733758-82-2 CAPLUS 

CN IH-Imidazo [4, 5 -c] pyridine , 5- [ (3R) -3-amino-4- (2 , 5 -dif luorophenyl) -1- 
oxobutyl] -4, 5, 6, 7 -tetrahydro-2 -phenyl- (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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RN 733758-83-3 CAPLUS 

CN lH-Imidazo [4, 5 -c] pyridine, 5- [ (3R) -3-amino-4- (2, 5-dif luorophenyl) -1- 
oxobutyl] -4,5,6, 7-tetrahydro-l-methyl-2 - (trif luoromethyl) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 733758-84-4 CAPLUS 

CN 3H-Imidazo [4, 5 -c] pyridine , 5- [ (3R) -3-amino-4- (2 , 5-dif luorophenyl) -1- 
oxobutyl] -4,5,6, 7 -tetrahydro-3 -methyl-2 - (trif luoromethyl) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 733758-85-5 CAPLUS 

CN lH-Imidazo [4, 5-c] pyridine, 5- [ (3R) -3-amino-4- (2 , 5-dif luorophenyl) -1- 
oxobutyl] -1- [ (4- f luorophenyl) methyl] -4 , 5 , 6 , 7 -tetrahydro-2 - 
(trif luoromethyl) - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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F 



RN 733758-86-6 CAPLUS 

CN 3H-Imidazo [4 , 5-c] pyridine, 5- [ (3R) -3-amino-4- (2 , 5-dif luorophenyl ) -1- 
oxobutyl] -3- [ (4-f luorophenyl) methyl] -4,5,6, 7 -tetrahydro-2 - 
(trifluoromethyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 733758-87-7 CAPLUS 

CN lH-Imidazo [4, 5-c] pyridine, 5- [ (3R) -3-amino-4- (2 , 5 -dif luorophenyl) -1- 

oxobutyl] -4,5, 6, 7-tetrahydro-l,4-dimethyl-2- (trifluoromethyl) - (9CI) (CA 
INDEX NAME) 

Absolute stereochemistry. 




RN 733758-88-8 CAPLUS 

CN lH-Imidazo [4, 5-c] pyridine, 5- [ (3R) -3-amino-l-oxo-4- (2,4,5- 

trif luorophenyl) butyl] -4 , 5, 6, 7-tetrahydro-l , 4 -dimethyl-2- (trifluoromethyl) - 
(9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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F 




RN 733758-89-9 CAPLUS 

CN lH-Imidazo [4, 5 -c] pyridine , 5- [ (3R) -3-amino-l-oxo-4- (2,4,5- 

trif luorophenyl) butyl] -4 -ethyl -4 ,5,6, 7 - tetrahydro-1 -methyl -2 - 
(trifluoromethyl) - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




Me 



RN 733758-90-2 CAPLUS 

CN lH-Imidazo [4, 5-c] pyridine, 5- [ (3R) -3 -amino-l-oxo-4 - (2,4,5- 

trif luorophenyl) butyl] -4 -cyclopropyl-4 , 5,6, 7 -tetrahydro-1 -methyl -2 - 
(trifluoromethyl)- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 733758-91-3 CAPLUS 

CN lH-Imidazo [4, 5-c] pyridine, 5- [ (3R) -3 -amino-l-oxo-4 - (2,4,5- 

trif luorophenyl) butyl] -4- [ (4 -f luorophenyl) methyl] -4,5, 6 , 7 -tetrahydro-1 - 
methyl -2- (trifluoromethyl) - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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RN 733758-92-4 CAPLUS 

CN lH-Imidazo [4 , 5 -c] pyridine, 5- [ (3R) -3 -amino-l-oxo-4 - (2,4,5- 

trif luorophenyl) butyl] -2-cyclopropyl-4, 5, 6, 7 -tetrahydro-1, 4 -dimethyl - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




F 



RN 733758-93-5 CAPLUS 

CN lH-Imidazo [4, 5-c] pyridine , 5- [ (3R) -3 -amino-l-oxo-4- (2,4,5- 

trif luorophenyl) butyl] -4 , 5 , 6, 7-tetrahydro-l-methyl-4- ( trif luoromethyl) - 
(9CI) (CA INDEX NAME) 

Absolute stereochemistry. 



F 




RN 733758-94-6 CAPLUS 

CN 1H-1, 2, 3-Triazolo[4, 5-c] pyridine, 5 - [ (3R) -3 -amino-l-oxo-4 - (2,4,5- 
trif luorophenyl) butyl] -4, 5, 6, 7 -tetrahydro-1- [ [4- 
(trif luoromethyl) phenyl] methyl] - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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RN 733758-95-7 CAPLUS 

CN 1H-1, 2 # 3-Triazolo [4 , 5 -c] pyridine , 5- [ (3R) -3 -amino- 4- (2 , 5 -dif luorophenyl) -1- 
oxobutyl] -1- [ (4- fluorophenyl) methyl] -4 , 5 , 6 , 7 -tetrahydro- (9CI) (CA INDEX 
NAME) 

Absolute stereochemistry. 




RN 733758-96-8 CAPLUS 

CN 1H-1, 2, 3-Triazolo [4, 5-c] pyridine, 5- [ (3R) -3-amino-l-oxo-4- (2,4,5- 

trif luorophenyl) butyl] -4, 5, 6, 7 -tetrahydro- 1 -methyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry . 




RN 733758-97-9 CAPLUS 

CN 1H-1, 2, 3-Triazolo [4, 5 -c] pyridine , 5- [ (3R) -3-amino-4- (2 , 5 -dif luorophenyl) -1- 
oxobutyl] -4, 5, 6, 7 -tetrahydro- 1- (2 -methylpropyl) - (9CI) (CA INDEX NAME) 



Absolute stereochemistry. 
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Bu-i 



RN 733758-98-0 CAPLUS 

CN 3H-l,2,3-Triazolo[4,5-c]pyridine, 5- [ (3R) -3 -amino-l-oxo-4 - (2,4,5- 
trif luorophenyl) butyl] -4,5,6, 7-tetrahydro-3 - [ [4- 
(trifluoromethyl) phenyl] methyl] - (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 




RN 733758-99-1 CAPLUS 

CN . 3H-1,2, 3-Triazolo [4, 5 -c] pyridine , 5- [(3R) -3 -amino- l-oxo-4 - (2,4,5- 

trif luorophenyl ) butyl ] -4, 5, 6, 7 -tetrahydro-3 -methyl- (9CI) (CA INDEX NAME) 

Absolute stereochemistry. 
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